Design and production of polypeptide/proteins with desired bind site properties involves utilization of the ligand of interest in selection of those bind sites that yield the desired properties from an assortment bind sites with different structures and properties. Thus, as opposed to an "instructive" role and therefore involvement in determination of these bind site properties, the ligand instead functions in selection of bind sites with preexisting properties. Although there is consensus over this role for ligands, this was not always the
They showed that ribonuclease could undergo folding in an absence of external assistance (ex: molecular chaperones) and in an absence of its cognate substrate. Based on this finding, they proposed that In other words, information required for folding to native state is carried as the sequence of amino acids for the given peptide.
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